The two hybrid approach is a genetic screen for-investigating protein-protein interactions (1). It has proven useful both for testing interaction between known proteins and for identifying previously unknown proteins which interact with a protein of interest. Several recent reviews have outlined the principles underlying this approach and have catalogued its successes (see 2 for example).
The two hybrid approach is a genetic screen for-investigating protein-protein interactions (1) . It has proven useful both for testing interaction between known proteins and for identifying previously unknown proteins which interact with a protein of interest. Several recent reviews have outlined the principles underlying this approach and have catalogued its successes Table 1 ), which were prototrophic for uracil (indicating the presence of the HIS3 construct integrated at the LYS2 locus) and auxotrophic for histidine (indicating the presence of the gal4-542 mutation). Outcrosses to tester MATa and MATct haploid strains allowed selection of the desired mating type. These progeny were then crossed to the strain YPB2 (see Table 1 ). The desired progeny would carry the HIS3 allele from YPB2 and the lacZ gene from YPB2. The tighter HIS3 allele was selected on the basis of lack of any growth on plates lacking histidine. The presence of the lacZ gene was confirmed by transformation of the GAL4 gene into those strains displaying a tight his-phenotype. Those which gave a positive result in an assay for 3-galactosidase activity were further characterized. HF7c was the one among these which gave the fastest growth, highest transformation efficiency and greatest 3-galactosidase activity. HF7c is also auxotrophic for tryptophan and leucine, allowing selection of library and target plasmids. The complete genotype is given in Table 1 .
We have subjected HF7c to the following tests to ensure that it conforms to all the requirements for use in two hybrid screens. 1) Either the GAL4 gene or a control vector was introduced into HF7c, and transformants were tested for growth on media lacking histidine and 3-galactosidase activity (Table 2) .
2) HF7c was co-transformed with a pair of proteins previously shown to interact in the two hybrid system: the SNF] gene fused to the DNA-binding domain of GAL4 and the SNF4 gene fused to the GAL4 activation domain. The transformants were selected by their ability to grow on medium lacking both tryptophan and leucine and were then tested for expression of both the HIS3 and lacZ genes (Table 2). 3) To determine whether HF7c was suitable for large scale screening, we co-transformed the strain with the human cdk2 gene fused to the DNA-binding domain of GAL4 and a HeLa cDNA library fused to the activation domain. This same screen had been previously carried out in our laboratory using the host, YPB2, and genes encoding several interacting proteins had been identified (7) . The same genes were among those identified using HF7c. However, because HF7c does not require the use of 3-AT, the time required from the start to the finish of such a screen was considerably less than with YPB2. Transformants were visible as small colonies as early as three days following transformation, whereas this took up to two week with YPB2.
HF7c allows a sensitive primary selection based on histidine expression, and a secondary selection based upon color detection. Criteria for the selection of those potential positives which should be characterized further has been discussed elsewhere (2, 8) .
These assays indicate that HF7c is a suitable host for large scale screens using the two hybrid approach and should be useful to the many researchers currently using this technique to study protein-protein interactions.
